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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Examiner Lyle A. Alexander 
ART UNIT 1743 

In re application of 
E. Alan Bates et al. 
Application No. 08/935,629 
Filed 09/23/97 

For ASSAYING DEVICE .... 

DECLARATION UNDER 37 CFR 1.132 

Commissioner for Patents 
Washington, DC 20231 

I, Gary Hoffman, declare as follows: 

1 . I am the third joint inventor for this application. 

2. While the claims of this application have been rejected based on the patent of Senior, 
the disclosure of the application starts from a technology actually quite different from that of 
Senior. Characteristic of this difference is Senior's provision of its bibulous member 16 
protruding out of the housing. When the bibulous member is placed in a urine stream, it is 
quickly soaked. Senior has correctly chosen to display this version in its drawings, because 
versions such as suggested in paragraph a. in col. 5 of Senior would tend to shield the bibulous 
member from a urine stream. 

3. This application references in its BACKGROUND a quite different technology, that 
of drug testing using an immunoassay method called antigen- antibody competitive binding. 
Characteristic of this technology is the measured application of only a few drops of urine. This 
dropwise application of the urine is disclosed in the specification in the first paragraph of the 
DETAILED DESCRIPTION OF THE INVENTION. 

4. Attached hereto are Exhibits 1 to 5 demonstrating five different instances of the type 

1 
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of technology forming the starting point for this application. These are as follows: 

Exhibit 1 - Pages 14 of a document entitled "AccuSign DOA 4, THC/OPI/COC/AMP" bearing 

copyright notice dated 1996; 

Exhibit 2 - Pages 1-4 of a document entitled "AccuSign BAR", also bearing copyright notice 
dated 1996; 

Exhibit 3 - Front and back of a leaflet headed "Drug Test Resources International", likewise 
concerning AccuSign DOA 4 and bearing a 1996 copyright notice; 
Exhibit 4 - One-sided, undated leaflet headed "Visaline 11"; and 

Exhibit 5 - Copies of the packages of several kits labeled HOME DRUG TEST and their 
instruction leaflets. 

5. Exhibit 1 is noteworthy for the correspondence of the terminology in its section 
Principle on its page 1 with the terminology in the BACKGROUND section of this application. 

6. All of the exhibits direct that 3 drops of urine be applied, this being a standard for this 
techology. All of the exhibits provide either a dropper or a pipette for transfer of the urine 
sample into the sample well. In each of the exhibits, the sample receiving area is clearly a well, 
and Exhibit 1, for instance, calls it a "well" in the section Test Protocol on its page 2. 

7. The chart at the top of page 2 of Exhibit 1, for instance, explains that appearance of 
a line for a particular drug in this starting technology is a negative indication, i.e. the drug is 
not present in amounts above the cutoff level. 

8. A characteristic of this technology is that the sample collection location must not be 
flooded with urine, as in Senior, because this leads to false positives by washing out the lines 
that would otherwise indicate negative readings. 

2 
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9. Ii is to be noted chat of these c^ibits mcniions jAoiocopylng the rt«i!Lv The 
,tat.mc:«» reganiirg phorocopying in th. BACKOROU^D «^o. of cbc appikaucn 
^presc.: pcr«puons of the p«s.nr inventor group, nUb.r Oun state of the art at the nm. 

this jjDvcntion was mad«, 

10. While the provision of a cap to cover Senior'* wet, piotniding mcmbw 16 U 
unmedi^icly ondct^uodaWe, it w« th. pic«nt grt,«p of in^mor* which perceived the 
advamage* of such forthc diffefent technology ftom which ttc present invention arose. 

11. A diffcwnce between the pi*sent invcntioo and Senior concerns the problem with 
putting a cap on Senior's test. Because the hibulouj raalcnal can be so flexible Icapecially when 
^i) chere often is difficulty slipping the cap on M-Ubout bending the matarial. It's like threading 
a Qff&ilc by holding the thread stiU and moving the needle. 

12. All jtatements made terein of my own knowledge are tree and aU statements made 
on intarmation and belief aie believed to be true; such statements Wtftc made with the knowledge 
tiiat winfal false jtaicmews and the like so made arc punishable by fine or imprisonmem, or 
both, under Seceon lOOi of Title l8 of the U nixed States Code and tnay jeoparfi«. the vaUdiiy 
of the application or any patent iicued thereon. 
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AccuSign'" DOA 4 

THC/OPI/COC/AMP 

One-Step Panel Assay for Drugs of Abuse 

For In Vitro Use Only 

Simple One-Step Immunoassay lor the 
Qualitative Detection of THC metabolites, 
Opiates, Cocaine metabolite, Amphetamines, 
and/or their Metabolites in Urine 

PBM 



Caiilog No. 



DOA-240 
DOA.240-I0 



35 Test Kit 
10 Test Kit 



Intended Use 

The AccuSign- DOA 4 THC/OPI/COaAMP Panel Assay is a 
simple, one- step immunochromaiographic test for the rapid, qualita- 
Uve detection of THC metabolites, opiates, cocaine metaboUte, and 
amphetamines in urine. The test detects the major metabolites of these 
drugs at the following cutoff concentrations. 

THC 1 l-nor-A»-THC-9-carboxyUc acid 50 ng/mL 
OPf Morphine 3O0 ng/mL 

COC Benzoylecgonine 300 ng/mL 

AMP Amphetamine lOOO ng/mL 

result . Gas ehromatogrc^hy, niass sp4sciivmeiry (^ the 
preferred.'ccnfiimiUoiy'me^^ 
methods. are avaUable. CUnical consUer^aUpna^ 
judgment should be applied to any drug of abtue; test nsuK 
particuUtrly when preliminary positive results are used} 

Summary and Expianation 

Drug abuse has become one of the most destructive social problems 
in recent years, affcciing nearly every comer of the world. To 
effectively combat this increasingly disturbing problem, there is a 
suong need for a simple, rapid, inexpensive, disposable, visual, and 
nqn- instrument requiring drug screening test kit. According to the 
National Institute on Drug Abuse (NIDA). THC (Marijuana), Opi- 
ates. Cocaine, and Amphetamines are among the most widely abused 
drugs. The one-step AccuSign'" DOA 4 Panel Assay is a test for 
screemng these four major drugs of abuse in urine, simultaneously 
with one sample application. The test takes less than 10 minutes to 
perform. 

THC (^^'-tetrahydrocannabinol) is the primary active ingredient in 
cannabinoids (marijuana). When ingested or smoked, it produces 
euphonc effects. Users experience impairment of short term memory 
and THC use slows learning. Also, it may cause transient episodes of 
confusion, anxiety, or frank toxic delirium. Long terra, relatively 
heavy use may be associated with behavioral disorders. The peak 
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effect of smoking THC occurs in 20-30 minutes and the duration is 
90-120 mmutcs after one cigarette. Elevated levels of urinary me- 
tabolites are found within hours of exposure and remain detectable for 
3-10 days after smoking. The main metabolite excreted in the unne 
IS 1 1-nor-A'-tetrahydrocannabinol-9.cart)oxylic acid. 
Opioid analgesics comprise a large group of subsumces which control 
pain by depressing the central nervous system. Morphine is the 
prototype compound of this group.^ Morphine is excreted 
unmetabolized, and is also the major metabolic product of codeine 
and heroin. Morphine is detectable in (he urine for several days after 
an opiate dose. 

Cocaine, derived from the leaves of coca plant, is a potent central 
nervous system (CNS) stimulant and a local anesthetic. Cocaine 
mduces euphoria, confidence and a sense of increased energy in the 
user these psychological effects are accompanied by increased heart 
rate, dilation of the pupils, fever, tremors and sweating. Cocaine is 
used by smoking, intravenous, intranasal or oral administration, and 
excreted in the unnc primarily as benzoylecgonine in a shon time 
Benzoylecgonine has a longer biological half-Ufe (5-8 hours) than 
cocaine (0,5- 1.5 hours) and can generally be detected for 24-60 hours 
after cocaine use or exposure." 

Amphetamine is a potent sympathomimeuc agent with therapeutic 
applications. The drug can be taken orally, injected, or inhaled. Acute 
higher doses lead to enhanced stimulation of the centra! nervous 
system and induce euphoria, alertness, reduced appetite, and a sense 
of increased energy and power.* Cardiovascular responses to amphet- 
amine include increased blood pressure and cardiac anhythmias 
More acute responses include anxiety, paranoia, hallucinations psy- 
chotic behavior, and eventually, depression and exhaustion TTie 
effects of amphetamine generally last 2-4 hours, and the drug has a 
half-hfe of 9-24 hours in the body. Amphetamine is excreted in the 
unne m unchanged form and also as hydroxylated and deanUnated 
denvatives.* 

PrfncipJe 

The AccuSign'-DOA 4 test employs one-step, soUd-phase immu- 
noassay technology to discretely detect the presence of any of the 
above four drugs, or their immunoreacuvc metabolites, in urine. The 
assay uses highly specific monoclonal/poly clonal amibodics raised 
against the target dmgs. The test card contains a membrane strip, on 
which each of the four dmgs conjugated lo BSa is immobilized at 
specific locations. The assay is based on the principle of the highiv 
specific immunochemical reactions between antigens and antibodies 
which are used for the analysis of specific substances In biological 
tiuids. Tlie drug detection relies on (he compeution for binding to the 
amibodies between drug conjugaies and dmgs which may be present 
in the unne sample. 

In the test procedure, a sample of urine is placed in the sample well of 
the device, and the sample is allowed to migrate upward. If anv of the 
tour drugs is present in the urine sample, it forms a complex with the 
anubody-dyc conjugate specific for that dr^ig, and the complex 
migrates toward the opposite end of the card, passing the specific 
Jocations on the membrane where each of the four drug conjugates is 
»nmobil,zed. Tlie drug in the sample competes with the dnig conju- 
gate, which IS immobiUzcd on the membrane, for the limited antibod- 
les present m the form of antibody-dye conjugate. When a sufficiem 

^T.l'!! '^^J^'"^'' ^'""""^ ^^^"^^ "^"^^^ antibodies, and the 
antibody-dyc conjugate cannot bind to the drug conjugate on the 

a liiie at the specific drug posiuon in the result window, indicating a 
positive result from posiuve drug competition. Conversely • if a 
?'^^'!, ^''""^ specimen, the antibody on the 

antibody-dye conjugate will bind the membrane-bound diug In this 
case, a drug-negaUvc urine sample will generate a line at the specific 
drug position m the result window, indicating a negative result from 
an ansencc of competition with free drug. 
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CONTROL (VALIDATION) LINE (C). 
The CanirclA/alidation Unc indicates: 
\. If the proper amouni of sample was used; 

2. If the sample wicked; 

3. If the procedure was followed properly. 
If no control line appears, the test is NOT VALID. 
Repeat the test using a new device, and follow the 
^procedure carefully. 



THC H 
OPI H 
COC H 
AMP (+) 



OR 



:j — : OR 

THC (■!-) 
OPI (-) 
COC {+) 
AMP (-) 



OR 



THC (-) 
OPI w 
COC (-) 
AMP H 



INVALID 



THC H 

OPI {-) 
COC H 
AMP (-) 



Negative (-) = Control line and Specific Dnig line 
Positive (+) - Control line only; No Specific Drug line 



In addition, ihe test card has a proceduraJ control built into the system, 
in the upper control line area. The control line is immobilized with 
polyclonal anti-mouse ancibody; therefore, it will capture monoclonal 
aniibody-dye conjugates that pass the region, showing a colored line 
in the control (validaLion) zone. The line works as a procedural control, 
confirming that proper sample volume was used and the reagent 
system woriced. If insufficient sample volume is used, there may not 
be a control line, indicating the test is titvaiid. 

Materials Provided 

The AccuSign" DOa 4 test kit contains all the reagents necessary to 

perform the assay. 

AccuSign''' DOA 4 device. The test device contains a membrane 
coated with drug cunjugaics in ii protein matrix and a pad contain- 
ing mouse monoclonal anti-THC antibody-dye conjugate, mouse 
monoclonal an ii -opiate antibody-dye conjugate, mouse mono- 
clonal anti-benzoylecgonine antibody-dye conjugate, and 
polyclonal sheep anti -amphetamine antibody-dye conjugate in a 
protein matrix. 
Disposable :iampic dispenser. 
Instructions for use. 

Precautions 

• For i« vitro diagnostic use only, 

• Avoid cross contamination of urine samples by using a new 
urine specimen container and dropper for each urine sample, 

' This test kit Joes not contain any HFV or hepatitis infective 
componenis. However, urine specimens are puieniially intec- 
iious. Proper handling and disposal methods should be followed, 
according to good laboratory practices. 

The Accub'tgn'" device should remam in its original sealed pouch 
until ready for use. 

• Do not use the test kit after the expiration date. 

Storage and Stability 

The AccuSign™ DOA 4 test kit should be stored at 2-30'C (35-86'F> 
in the original sealed pouch. The expiration dating was established 
under these storage conditions. 

Specimen Collection and Preparation 

Approximately 150 |iL of urine sample is required for each test. Fresh 
unnc specimens do not require any special handling or pretreatmcnt. 
Specimens should be collected in a clean glass or plastic container. If 



testing will not be pertormed immediately, specimens should be 
refrigerated (2-8'C) or frozen. Specimens should be brought to room 
temperature before testing. 

Specimens coniainmg a large amount of particulate matter may give 
inconsistent test results, Tliese specimens should be clarified by 
cemrifugmg or allowing to settle before testing. 

Test Procedure 

The test procedure consists of adding the urine sample to ttte Sample 
well of the device and watching for the appearance of colored lines in 
the result window. 

Test Protocol 

1 , For each test, open one AccuSign"" DOA 4 
pouch and label the AccuSign™ device with the 
patient! , 

2, Holding the dropper vertically . drspense 3 full 
drops; (1,50 |iL) of the urine sample into the 
Sample well.. : 

3, Read the result after 5-1 0 minutes. 

Interpretation of Results 

Negative; The appearanccofarcddish-purpleControl line (C) and 
a line for a specific drug indicates a negative test result; i.e., no dms 
above the cutoff level has been detected. Tlie color mtcnsiiics of ih^ 
Control tine and specific drug line may not be equal. A negative test 
result does not indicate the absence of drug in the sample; it indicates 
only that the sample does not contain drug above the cutoff level tn 
qualitative terms. 

Positive: The appearance of only a reddish-purple Control line and 
no distinct line next to .1 specific drug name indicates the test result is 
positive for that cmg (i,e., t,ie specimen contains the drug at a 
concentration above the cutof t level). A positive test result does not 
provide any indicaiion of the level of intoxication or urinary concen- 
tration of the drug in the sample; it indicates only that the sample 
contains drug above the cutoff level in tjuaiiiative terms. 
Invalid: A distinct Control Urn: (C) should always appear. The test is 
invalid if no Conirut line forms at the C position. Such tests should be 
repeated with a new AccuSign" DOA 4 test device. 
Examples of possible results are shown in the diagram above. 
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THC (-), Opiatfrs (-), Cocaine {-), Aniphetainitit:^( (-): Five 
reddish'purplc lines — one Conuol Jiiie at the C position and one 
each ai the THC. OPL COC. and AMP positions. 

• THC (-J, Opiates (-), Cocaine (-), Amphetamines (4): Four 
reddish-purple lines — one Control line at the C position and one 
line each at the THC, OPl. and COC positions: no line at the 
AMP posiiion. 

■ THC (+>, Opiates (-), Cocaine (+), Amphetamines (-): Three 
reddith-purple lines - one Control line at the C position, one line 
each at the OPI and AMPpositions; no lines at theTHC and COC 
positions. 

• THC {-), Opiates Cocaine (-), Amphetamines (-): Four 
reddish-purple lines — one Control line at the C position and one 
line each at the THC. COC. and AMP positions: no line at the 
OPI posiiion. 

• There are other possible results, depending on the combi nations ol" 
dmgs present m the urine sample. 

Nou:A very faint i'mefora specific drug in the result window , visible 
in 1 0 minutes, indicates tiiat the amount of drug in the sample is near 
or below the cutoff level of the test. These urine specimens must be 
retesied, or confirmed with a more specific aliemative method such as 
gas chromaiography/mass spectrometry, before positive determina- 
tions are made. 

Limitations 

• The test is designed For use with unadulterated uiine only. 

' There is a possibility that factors such as technical or procedural 
errors, as well as other substances in the urine sample than those 
listed in Table 4 below, may interfere with the test and cause 
erroneous results, 

• Adulicranis. such as bleach and/or alum, in urine specimens may 
produce erroneous results regardless of the method of analysis. If 
adulieraiion is suspected, the test should be repeated widi a new 
sample. 

' This lesi detects only the presence of THC metabolites, opiates, 
cocaine metabolite, amphetamines, and/or their metabolites in 
urine. A positive test result does noi provide any indication of the 
level of intoxication or urinary concentration. 

• The lest result read after 10 minutes may not be consistent with the 
original reading obtained within the io minute reading period. 
The test result must be read within 10 minutes of sample applica- 
tion. 

• Certain medications comainmg opiates or opiate derivatives, 
amphetamines, or mcihamphetamines may produce a positive 
result in any chemical or immunological assay. Additionally, 
foods and tea containing poppy products and/or coca leaves may 
produce a positive result. Prolonged passive smoking of THC may 
also produce a positive result. 

User Quality Control 

Quality Control: Control standards are not supplied with this kit; 
however, it is recommended that a control be tested as good laboratory 
testing practice. NIDA recommends that positive quality control 
specimens be at or near t^^e cutoff concentration. For information on 
how to obtain controls, contact PBM's Technical Services. Before 
using a new kit with patient specimens, positive and negative controls 
should be tested to confirm the test procedure, and to verify the tests 
produce the expected Q.C, results. Q.C. specimens should also be mn 
anytime there is any question concerning the validity of results 
obtained. 

Process Control: TTic Control line can be considered an internal 
process control. A distinct reddish-purple Control line should always 
appear if the lesi procedure is perfonned properly, an adequate sample 
volume is used, the sample and reagent are wicking on the membrane, 
and the test reagents arc working. If the Control line does not appear 



in the control or validation line area, the test is invalid and a new test 
should be performed. If the problem persists, contact PBM for techni- 
cal assistance. 

Expected Values 

AccuSIgn- DOA ^ is a qualitative assay. The amount of drugs and 
metabolites present in urine cannot be estimated by the assay. The 
assay results distinguish positive from negative samples. Positive 
rcaulu indicate the samples cuuiiuii ilie bpcLlfic drug above the cutoff 
concentration. 

Performance Characteristics 

The AccuSign'" DOA 4 Panel Assay detects THC. opiates, cocaine, 
amphetamines, and their metaboliies at cutoff levels based on the 
recommendations of the National Institute on Drug Abuse (NIDA) for 
screening of these drugs in urine. 



THC 1 l-nor-A'-THC-9-carbQxylic acid 50 ng/mL 

OPI Moiphine 300 ng/mL 

COC Benzoylecgonine 300 ng/mL 

AMP D-Ampheiamine lOOO ng/mL 



The accuracy of AccuSign"£>C?^ 4 was evaluated in comparison 10 a 
commercially available immunoassay (Syva* EMIT* II) for each of 
these four drugs. About 1000 random clinical samples for each dnig, 
including at least 250 positive samples above the cutoff level for eac'h 
of the four drugs, was tested by both procedures, using the cutoff, 
values listed. Complete agreement was observed in > 99% of the 
samples as shown below. (Table 1.) 

Table 1, Accuracy: Comparison of AccuSien'" DOA 4 with 
Syva* EMIT* U Assay 

Syva'EMIT' II (THC) 





Positive 


Negative 


TOTAL 


AccuSign~ 
DOA 4 (THC) 


Positive 305' 
Negative 1 1 


5 

680 


310 
691 


TOTAL 


316 


685 


1001 




Syva* EMIT* il (OPI) 
Positive Necativc 


TOTAL 


AccuSign" 
DOA 4 (OPI) 


Positive 249 
Negative 1 


0 

716 


249 
717 


TOTAL 


250 


716 


966 




Syva*EMIT» 11 (COC) 
Positive Negative 


TOTAL 


AccuSign" 
DOA 4 (COC) 


Positive 362 
Negative 14 


1 

644 


363 
658 


TOTAL 


376 


645 


1021 




Syva-EMIT' II (AMP/MET) 
Positive Negative 


TOTAL 


AccuSign" Positive 185 
DOA 4 (AMP) Negative 4 


0 
291 


185 

295 


TOTAL 


189 


291 


480 




Relative Sensitivity 


Relative Specificity 



■^HC 96.5% (305/31 6) 99.2% (680/685) 

Opiates 99.6% (249/250) > 99% (716^16) 

Cocaine 96.3% (362/376) 99,8% (644/645) 

Amphetamine 97.8% (185/189) > 99% (291/291) 



In a separate study, AccuSign" DOA 4 was evaluated against speci- 
mens confirmed as positive by GC7MS, for each of the four drugs. The 
results below demonstrate the excellent correlation of AccuSiEn"" 
DOA 4 with GC/MS (99% agreement). (Table 2.) 
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GC/MS Assay 


AccuSign"" 


GC/MS 


THC 


Positive 


87 


SS 


OPI 


Negative 




0 


Positive 


73 


74 




Negative 


1 


0 


coc 


Positive 


77 


78 




Negative 


1 


0 


AMP 


Positive 


55 


56 




Negative 


I 


0 



Precision and Accuracy 

The precision of ihe AccuSign" DOA 4 Panel Assay wasdelermined 
by carrying out the test with serially diluted standard drug solutions. 
About 98% ol the samples containing cocaine, opiaies, or amphei- 
amine and abuut 90% of the samples containing THC concentrations 
25% over the cutof f level consistently showed positive results. 
The study also included over 40 samples x 25% cLioff level as a 
challenge of tuioff precision. Tticse results were found to be consis- 
tently in agreement wiih expected test results, 

Distribution of Rundbtn Error: 

Twenty (20) blind samples prepared by spiking various concentra- 
tions of cocajnt, THC, morphine, or amphetamine were separately 
tested by two operators. The test results from ihe two operators 
showed complete agtL-emen:. 

Reproducibility 

The reproducibility of the test results of the AccuSign'-flO/l 4 Panel 
Assay was examined ai three different sites using a total of 15 blind 
controls, consisting oi 5 negative samples, 5 moderately positive 
samples and 5 strongly posi ti ve samples ( i.e.. u concentration 3 umes 
the cutoff level). The results obtained at these three sites with these 
controls demarjsirateu !00% agreemcm with each other. 

Specificity 

The following taolc li.ts compounds ihac are uetectcd bv the .^ccuiign'" 
DOA 4 test. The specificity of ihe Accuiiign'" DOA 4 test was 
dciermmed by adding various drugs and drug metabolites to drug- 
negaijve unne specimens and tesiing with ihe AccuSign'-Z>OA 4 test 
kit. The results are expressed in terms of the concentration required 
to produce a positive result, (Table 3,) 

Table 3. Sijecifictty 
Compound 



THC 

Cannabinal 

I l-nor-A'-THC-9-COOH 
I l-nor-A'-TUC-y-COOH 

A*-THC 

,i"-THC 
OPI 

Codeine 

Gluciironidc 



Cuncentration 
(ng/mL) 



% Cross - 
reactivity 



15,000 
30 

:0 

:5.oou 

10.000 

300 
300 



0.3 
160 
100 

0.: 

0.5 

100 
[00 



AccuSign- is a TraJcma/k ot Prtnccioa BioMcdilcch Corpur^uon. 
PLitcnt Pending 

<Si 1996 PBM 
Pnnicd in U.S.A. 
P-5B43-(X) 02IBWK 



Hydrocodone 500 

Hydromorphone fioo 

Levophanol 5,000 

Meperidine 80,000 

Morphine 300 

Murphine*3-U-D-3lucuroniiJc 500 

Nalorphine j^oOO 

Naloxane 10o!o00 

Nurcodcine 60,000 

Oxycodone 20.000 

Oxymorphone 60.000 

Procaine HCl 100.000 

Thcbaine 5 qoo 
COC 

Benzoylecgonine 3qq 

Cocaine HCI . 5qq 

Ecgonine HCI | qqq 

D-Amphetamine 1,000 

L- Amphetamine 7,000 

D,L- Amphetamine sulfiiie 1,000 

p-OH-Methamphetamine 30^000 

Methylenedioxyamphet amine 500 
Methylencdioxymeihamphcrarjimc 10,000 

0-Phcneihyiamine 2o!oo0 

Phemcrmine 5 qqq 

Trypiamine IOo!ooO 

3-OH-Tyramine 9o!oOO 

The following compounds shuw no cross-reactiviiy when tested wuh 
AccuSign'- DOA ai a concentration of 100 ng/nU-. (Table 4.) 



60 
50 
6 

0.4 
100 
60 

30 
0.3 
0.5 
1.5 
0.5 
0.3 
6 

100 
60 
30 

100 
14 

100 

3.3 
200 
10 

5 
20 

t 

LI 



Table 4 

Acetaminophen 
Aceiylsalicylatc 
Aminopyrine 
Amitripiyline 
Amobarbiial 
Amoxapme 
Ampicillin 
Apomorphinc 
Ascorbic acid 
.Atropine 
Benzocaine 
Buubarbiial 
Chlordiazepoxide 
Chlorpheniramine 
Chlorpromazinc 
Chloroqume 



Non Ci oss-Reacting Compounds 

Dextroprapoxyphenc Naproxen 
Diazepam 
Diphenylhydantoin 
Epinephrine 
Eryihromycin * 
E^triol 

Ceniisic add 
Gluieihiinide 
Guaiacol glycerol 
ether 

Hvdrocnioroiiiiazide 
In.ipraminc 
Lidocajne 
Methadone 
MeihaquaJonc 
Mcdiyprylon 



Norcthindrone 
Penicillin 
Pentobarbital 
Phencyclidine 
Phenolbuiazone 
Phenylpropanol- 
amine 
Prednisone 
ScLob^rbital 
Tetracycline 
Teu^ahydrozoline 
Trifluoperazine 
Trypiamine 
Zomepirac 
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AccuSign" BAR 

Now One-Step Barbiturales Test 

For;« f/Vo Forensic Use Cty 



PBM 



IntendBd Use 



> » cutoft M ,([» ng/iiiL tut 



The .UcuSitn- ItAR 
l«*b,lufa.c( in u„ne w,i 

Summary and Principle of Procedure 

Mlo num. J, * f hour, t(,f p|,^,„,h.„t,iiul . H.rrMt,,- 



Principle 



m Ilk' ^, 



UK J [f,^. 

ii^>i'>jrn.'jmii,di Di^te^ 

* '«nd,„g ,a itv .„ii,h.,.j,y, ■ 
II '>»tiii.fi nuv ^'..■|)fcv ii[ii 



^ .J .line ^vu^ ind (hL* .t-jg^.,,, sy^ie,,, '"■ - 

r:^:T;::r:r;:r:'"'^'^-"""-"^^ ■ 

MateriaJs Provided 

"'"^"•"y pcrtorm ilir J,s^J> . Mie If J, . . 

m.-f„hr.uie.:,v„,.d^»„tr,,tn,.,-,,n,.,„_„^ ^ 

Precautions 



iiiiaiii ,-iny HIV . 
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BARH BAR(+) INVALID 



ri'iTHiaJlyinrfciioiiv pFopri liandli»yiiniiilis(w<;,ijtii,rli. 

■ :■ AfcuSipo" [l.-viie >l„.uld (..,.u,„ ,„ „r.i;,„,it 

ilfd pnucb iimil jL'ddy (or um:. 
- I > ■ («H use Ihc ICJI kil ■lEcrtliE e»pi,4iion u,tc. 

Storage and Slability 

I AteuSlfo- BAK icii kil should I.e Morctl ai 2-30X: 
■■■'r) in ll^. uiicttial <.r:ik j [louih Tin cvPii;ii.i,„ 
.1 ■ ^uieMahlitbcdDrRjerlhfsr Storapr (.mi.liiiiini,. 

Specimen Collection and Preparation 

i>i iiimilel) ISO (il. of wine sample lui-quiit dl, - ;..Krh 
' I rcsh uriiw specimen* rto require any specia) (,'.,„ 

or pftir^flimem Specimern should be inllwttd j,. j 
n flan or plattic contiinet. If leiiini! iviJI „« 
'II d immedmrly, jpecimern should he- rcfngeriileri ) ^ 

ir frown. Spedmeni ihould be hrwuphi to ruum lenv 
■.iiiirr bcrorelciiini;. 

viiiKin contaimn; a liir^cr jiriHiLiiii of fiatliCjilalf inilici 
ynvic incflniiMnii leiulis.Sucli sttfL-iiiiin% il.miid («■ 
"li(;0 bj-«j.1rifup,„^ „, «Uow-„ig i„.^„l^ Iv lori; levi'iif 



1 Line (C only, 



■cui 



Test Procedure 



I .. ii pfDcedure (onii«t<tf«)d,n, the urine t-,mi-l= u, il^ 
"l ie of the device and waichinj ilw Bppearancc 
I crored line, jn tht result winrlrvw 



T«at Protocol 

1 . Foreachtest, open one AccuSIgn- BAR pouch 
and labet tho AccuSigti" dev-ice with ihe pa- 
tient ID. *^ 

2. Holding the dropper vertically, dispense 3 drops 
(1^0 ^L) ol the uhne SBrripla Irito the Sample 

3. Read the result after.3,minutes. but within 10 
minulos ot sample art dtt ion. 

Interpretation of Results 



Nepali vt: Two l,jri_ . 
pun'lf lines— one m ihc Tcv ■ 



c appcirance of Uvii u'llitish- 
■ ■ , - "-"*ti'Jo«CI'Mii<liiK v.i^.t ,„i(n. 
(.ettHrolwmdow(C)-„K]ir;„ciinefM,..cteMn-Mtlin.. „(, 
b.rb(,u,a.ei abov* ihc cuioff lr«1 ha« h«n <le«acd Tl,c 
editor mkniitj/ of ihr Tc.l line rnay he *t.tc, Mrt,„~„ 
.han lh.a of .he Con.,^1 lir^:. A resul, 

/pit/ qiurlimtii r trtini. 

rn.rplet-.,. m!l, * .^„..r*„.I„wfrnLpd .«dwmci lw,n 
tfw Icii mndow fl'l ihUumi,-.. Uk: u-.^t tc^vh is fKiMm 
«t.e 5pecm«ncoma,ns barhin.rMes ,ir-r,r,cr«„a,i,u. al>!.lc' 
tlie cutnff fevelj. A posmvf /mi r*ju(, ,t,.fi ,„» ,,r.„-iJr 
indteaiion of tht Ui f(t,fmt^,iralu>« m urinary , ™„„„„ 

coraatn, Hrug above ,hf cuit.JJ Itytl m ^uotitativ^ ir^n,, 
Iny«Iid: A diiiinci colored tiac ilvould itwiyi ,npc,r in ihe 
CM ^ lydn w f C) n« tr,, inv.lid Kno lior forri,. in Z 
Conifol Win*.* ,c,, Su,h il«u(d be rri^^a-j wi.l, . 
new AcruSijn- BAR ,t« device. 
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f^ifle. A vrry faint liM tn tht Tesi wintJow (TK visihU in 10 

Litnitaliorts 
• tlie ictt i, dtiigncd for uk wii), tinadultcrjitrtl urine 



* icrttnicat tf 



n>erc is 1 iHjMhiliiy that fatlof 
proceduril enotMs well aioiher subNlancci 
inmplc which nul lisicii in Tabk'^ 3 or 3 hclow may 
inlcrfcre witl, ,h,. wst »nd wi-se *:tro„f,Hii fisuNj! 
Ad>il.*rJrtt(. .ikN .t, hfc«h^.i«l/oraluin. in un;w ipcci- 
mens may pn,i]ui:« txrc.fieo<.s le^ults nij^k-M of IMc 
meilift.) of anafysis. ir,-kJultcrwion n sn-ptxlcd ihi: (c?i 
ihould be tepcJlftJ wilh a new samnic 



TTtp ir 



r 10 n, 



rniiiuic Kgiling pciiod. Tlie lest . 
nniiiitet cif lainple .ipjilitinkxi. 
Certain tneiltc;iiii>ii} CiiniiiiniDj; 
(Jul-l- J pnsilivc rcstilt in any tlie n 



mjj- lun [it; gondii, 
liwincij Willi III (he 10 
iiusi bo nciiil ivjihin 10 



User Quality Control 



IJiiiilitj ('.iNtrol: Coni/..l siai,dj,d, arc sup|ilwd wiih 
Iti.s kit: iMwcvfr.'ii n rcct..nmentJcdih:« acr,nlr.ij he tested 
If - v.>.«1 Uhtiratofy lining practice. NIDA recuinniu'ndi rhjt 
("i^ii.v^. .ni,il,ly «tiilr[>l ^|)ctt^ncn\ be :ii ,ir ncjf i|ic ct.lolf 
LijuLvniiadDn. For iiilOfiTiaiton uii biw to ubuitt . out roll 
c-i>m;i.'t Pnw , Tf.l,nical .Services. Before u^tip ,i new Vir 
wiihpai icm spciiincns. ,w yi ivc and nepai I ve com n,Js ^^^uuU 
\k IciicJ to c.Hiririii thL- iL'^r |vtK-ertiiR!. .mil to verify tlie iL,t, 
[iryidUL'L- thu it.pccicd Q.C. re^oll^. y C, spn-iiiKtiS Should 
-ilvfi Iv run anyliiiit [hctc is :iriy tpi..^((un c ouL-umiiiK tik- 
v.il,diiy.UrL->«j|i>^Mhiji„t.il 

I'rotcsi Codtrni: llie CcMiirol liiK^ ht iH>nsufc:ri:iI aij 
iiilcm.il pfiH:cxj cintiiil A .Iimiiki rtddish-puqtlc Cuntml 
line sliotjltj 4lway, „p,H.Ttr il ili^ ic<i prrv,.,turc ii ,«rforTnar 
(irttfici ly . :t!i ^e^uaic .sJtiitJi: mli.itu- ti u.^td, i he naitiple an*! 
t^agcnt .ire witkm? nn the iTx.-mt)rjiit. ;md the teu rcigcms 
*,.rk,.,s. If thi= ( lontrnl line dc« nm .pp^-ar in ihccoiHrol 
(if v,ili,b(ion hue jr.N. llie t.rst i^ ,nv:ilid :ind a new l^iM .should 
\k t«.-rf<tfincJ. ir ilic prohlent jjirMMs. conijct COM ftv 



AccuSiRn- BAR w a quaJitaiive assay. TTic amount of 
secobarbital ur hnrtiilvratc nietabolitcj prcieni in iltc urine 
cannni tie yitjmafti) by the assay. Tlie assay resulu diMin- 
suish positive rtttm negative samples. Pusiiive reiult.i irHJi- 
Tvm^, r"''"" ""^ cutoff tLot>. 

Perrormance Characteristics 

Tl.0 AccSiga- BAR t.-., I,a. b«n ^n*n to de,«l :in 
^ve.a^, .,r J(X) ns/r^l of ,vcoharbit>l ... untie. The UCM alSL> 
deict u other barbitah Mn^M K'low iit ihe minimum coticen 
irattons indicated (Tal)lc 1\ 

The a.-it.racy .il AtcuSfKt, ■ flA H w is i-v.,t..atcd in cofflp^iri. 
-«mtoacoiniiie.i(iillyavaihhtciniini.n.,.nsay(i'yva»HM[T-' 
Ilt.Ai,)ial.H .lo2Ki(np|e3M,as,cjtcJbyb,ithprottrthires Ihc 
over.^ll 4..ciifacy of the vex was -J)i.7'>. ,how„ below 
(TaMo 1.) 

Tal.lr I. \LViir3(,v;r,.i.,p„riv.o..1-\i..ijLSiRn'-|IARwi(li 



JIAH Ncj3t„c 



i-flMIT'll 


UARI 




rmiii.e 


Neg»ti»c 




I'JS "~ 


1)" 


l(» 


-1 


193 


197 




iw ' 






Rflali^L- 5|3^ 






^ ( Oli 


lij)' 



Precision and Accuracy 

^■^K foxi'-iunnf AixuSiBi, ' ((All w.is -k-ti'miinL-d hv^ WTi ■ 
ins t.lil ihe t«.st With scn;ill> dilmtd M.iii.l:i,d dn.j io!u.„,nv 
Ahout 'Jftft or Ihe ^aiiL,,k.s tf.niainilig drv^ fcvf li 3 ST, ovci 
the ^-iiiiKT level ciNisiMciiliy Uh.wwI positive ,„ulls. 
n.^ vmdy nUo iik luJc-d Jtl <amp|e.< i IJIb cutoff level 
BS 1 ^h^illeiiKC ot cutoff prft iM,>n. Thtsr r [;sul» were found 
W Iv .■(.nsisleiilly ,n 4i;r.-, iiK;m with ..-tied l.rsi rusitlts. 
riistnliittion i>r Rjiidoin Krrnr; 

Twi-nn ;:0) hhnJ wiiipk-N prepi.retl hy spiking v.ifioLi. 
(.lull i iKuii ion Mifdnig wiTc ii:|>jran.|y lejied hy two iiptr.i- 
mr.i. I liL-ttM n^iulls r'oiiiilK.Mwi.t.fn:i;Nnt5 .shi)WN;rtconwli:t.- 
;ifri'fiTietil. 

Reproducibility 

111* rr-pTO.I«t ibil.ly ,il itK- les, „f AcvnSicn- »AK 

W.T. exiiiiined n thjcu Oil l.-ivnl siws usjn^ a lotal of I S bliit.1 
u.ii,r-,ls. c„nM„ing , „^^,„j„, , „i,^|er^„, 

I-..MIIVV s^unple,. ai>d ,1 ,ir..i,Kly r«iMi.vf sa».pi« <,e. 
uii^-a.lr;iltr>« .1 „me, ,hv- i.ii.nlf (cvd » The r^iilis „ht;,m^-d 

^'"^ -'I' ' •'>"'.N.,i.ii„ „Kr: 
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Specificity 

l»tcJ belt.* (Tibk 2), THe ipccificitv af Z « ^ 

Crot,. 



Allotwbitjt 

AlphuruJ 

Apruti^wbiliil 

luiubartilitt 

CytlopcMobjibiij) 
Ceniobjrbilat 





30 


2.1)U0 


J5 


2(jrl 


150 




15 


MX) 


6(1 




\5» 


50<) 


W 


1.000 


in 




u 


300 


tij(j 





*|^■llv,l(^.M0 N 



Referencea 



PBM 
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DruoTest 
MSOURCESr INTEIlllflllOIIIIL 



Presents rheAccuSign DOA Series 

One-step Dftts Mm 
Resis in Balit H Hlimtes 

6 Easii to Bead Color 

6 HlgfiiiiSensirive 

6 Bolir-inTesrConrrQl 

6 No Refrloerarion 

6 Elimlnafes riming 

6 Simultaneous Tesling 




iiii|Qfnyiri-Drugs 



rests are availalile in single or aiulNple test paoels foi Hie fblloiiiing drugs' 

Rmpheramines Cocaine 
Barliifurares MeHismpheramines 
Benzodiazepines Morpliine/Oplates 



PCP 

THCIMarliuana] 



Watch usforNoreTestsyeiuTeciinoloQii 
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AccuSigrf DOA Series 



lest Procedure 



CoRfTQlUne- 

TesrHesiills 
Mindoui ' 



Sample Hell • 



AccuSigri' 
DOA 4 



o — 



\. Using [fie plastic pipetie, add 3 drops of urine 
sample to ttie Sample Mell. 

2. Read resuirs in S ro 5 ininures [ujirnin 10 ininures]. 

3. Inferpref Test Results Hindoiu: 

• COKTRDLLIHE-fl colored line indicates 

riie test Is compiete and the sitstem has uiorlied 
properlij. 

• NEGBIIVE - R colored line for the specific drug 
indicates tlie test is negative and ttie drug mas 
HOTOnECIEO. 

• POSIIiVE- Ko colored ling for tlie specific drug 
indicates ttie testis positive afldjtie druQ 
utasUEIECTEO. 

Tests Hdnufdcruied t)i| Prince tan eioHeiliiecli torporatlDn 



Samples 



c 

THC 
OPi 
COC 
AMP 



THC (-) negative 
Opiates (-) negative 
Cocaine {-) negative 
Amphetamines (-) negative 



c 

THC 
OPI 
COC 
AMP 



5 o 



THC (+) positive 
Opiates (-) negative 
Cocaine (+) positive 
Amphetamines (-) negative 



For information or to place on order cqII: 



476 ROUTE n 
LARGE. PA lEOBi 
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Visualine^ 11 



AVITAR TECHNOLOGIES, INC 

prodLces, markets and distributes medical devices for 
the health care industry. 

Avitar now distributes rapid Tests for Drug Abuse 
that are; 

• accurate . 

• sensitive 

• simple to use 

The Visualine™!! tests' which have FDA approval to 
market are: 

• Cocaine 

• Morphine 

• Cannabinoids (THC) 

• Benzodiazepines 

The tests are composed of preformulated dry reagents 
arranged on a porous membrane support in a convenient 
cassette. To perform (he tests, just add a few drops of urine to 
the sample well of the device and wait five minutes. Results 
are then easily read in the results window as the presence or 
absence of a red line. A built in reference control ensures thai 
the sample has been added and that the test is effective. Ttie 
tests are based on the newest, lateral flow micro-particle 
immunoassay technology and have been evaluated in clinical 
trials at a major university. The Visualine™tl tests are 
designed to meet NIDA proposed cutoff levels. 

^ A tesl tor Memamphelamine s available Iot uses ttiai do not require FDA 
approval to market. 



One Step Drug Screening Test 




Visuatine'*'il test device and pipette. 




' HIGATIVt 

Simple to use and simple to read. 



For information contact customer service at 
1.800.255.0511 

AVITAR TECHNOLOGIES, INC. 

65 Dan Road, Caiuon, Massachusetts 02021 
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/►AGE 33/33 * RCVD AT 5/26/2D04 2:45:43 PM [Eastern Daylight Tim«] * SVR:USPTO-EFXRF-3/28 ' DNIS:2?31254 • CSID:Dan SulUvan Jr.* DURATION (mm-ss):22-32 



